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CARD14 mutations may predict response to antitumour necrosis factor-a therapy in psoriasis: a potential further step towards personalized medicine There has been considerable interest in the concept of personalized or stratified medicine, in which a patient's individual characteristics, such as demographics, genotype and clinical phenotype, are used to select particular interventions or to predict response to therapy or its side-effects. 1 In some cases personalized medicine is already a reality and used in everyday practice. Dermatologists are currently recommended to assay for thiopurine methyltransferase (TPMT) activity prior to optimizing azathioprine treatment, in order to avoid it in those who are null for TPMT. 2 Furthermore, in patients with latestage melanoma, dermato-oncologists screen for the BRAF V600E mutation prior to prescribing vemurafenib.
Advances in pharmacogenetic studies have demonstrated that particular genetic variations may be associated with clinical response or hypersensitivity to therapy. For example, there is a strong association between the human leucocyte antigen (HLA)-B*5701 allele and hypersensitivity to abacavir, a reverse-transcriptase inhibitor used to treat human immunodeficiency virus infection: odds ratio 117; 95% confidence interval 29-481. 3 The HLA-B*5701 allele has a prevalence of 5-7% in Western Europe, and screening for this allele has previously been shown to reduce the incidence of adverse reactions to abacavir. 4 The U.S. In this issue of the BJD, Coto-Segura et al. link polymorphisms in the caspase recruitment domain family member 14 gene (CARD14), which activates nuclear factor (NF)-jB, to clinical response to tumour necrosis factor (TNF)-a-blocking agents including adalimumab, etanercept and infliximab. 7 Their study of 116 patients with psoriasis showed that the common CARD14 rs11652075 polymorphism (Arg820Trp) was associated with a positive response to anti-TNF-a therapy over 24 weeks: odds ratio 3Á67, 95% confidence interval 1Á37-9Á84. 7 Interestingly the rs11652075 polymorphism in CARD14 has been associated with increased risk of psoriasis, 8 and Coto-Segura et al. suggest that polymorphisms in CARD14 may lead to enhanced NF-jB/TNF-a pathways and thus increased responsiveness to anti-TNF-a treatment. 7 However, the functional consequences of the missense single-nucleotide polymorphism rs11652075 (Arg820Trp) in CARD14 require further characterization. Although replication of these results in a prospective large cohort would be important, this study provides some further support that pharmacogenetics may one day be able to predict clinical response (and potentially hypersensitivity) to psoriasis treatment. Ultimately this could lead to more efficient use of healthcare funding and decreased incidence of (potentially life-threatening) side-effects.
